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Amendments to the claims: 



1-30 (cancelled) 



3 1 . (withdrawn) A method of positively ic lentifying viab 



passaged, committed, pluripotent skeletal precursor cells that have entered a post-natal 
differentiation pathway leading to skeletal or connective tissues coinprising the steps of 



isolating mammalian cells into a cell culture in vitro. 



positive embryonic marker of an expressed bone mo phogenic or cartilage derived 



morphogenic protein, a homolog thereof or a market 



with this marker. 



and detecting 



e, expanded or 



the presence of a 



co-expressed and/or co-detectable 



32- (withdrawn) The method according to 



the positive marker is further characterized by the at sence of a neg itive marker, said 
negative marker preferably being FGFR3 or a marker or factor co-expressed or co- 
detectable with this negative marker. 



33. (withdrawn) The method according to 



marker is an actively expressing gene, a protein or a l mKNA expressed by a gene in the 
precursor cells or a part thereof, detectable at the DNA, mKNA, cE N A or the protein 



BEST AVAILABLE COPY 



claim 31 , wherein the presence of 



claim 3 1 wherein the positive 
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level and/or detectable via the activity of a promoter iirecting/regulpting this gene 
expression, operably linked to heterologous reporter ,*ejoe. 



34. (withdrawn) The method according to 



marker identifies precursor cells of a joint interzone in mammals. 



35. (withdrawn) The method according to 



morphogenic or cartilage derived morphogenic prote n is the cartila 



claim 3 1 wherein the positive 



claim 31 wherein the expressed bone 



morphogenic protein CDMP-1 or a transforming gro vth factor b having at least 80% 
homology with CDMP-1 as a marker of skeletal precursor cells frori any part of the body 
or a marker or factor co-expressed or co-detectable v[ith any or all cjf these positive 
markers* 



36. (withdrawn) A method according to claim 31, wherein the step of detecting 



the presence of the positive marker includes applyin 



3 



a binding ag€ nt for the positive 



marker to an isolated source of cell having the precuisor cells, the marker positively 
identifying the cell and separating the cells which arc bound to the binding agent. 



37. (withdrawn) A method for sorting and 'or enriching p: recursor cells in cell 
culture in vitro comprising selecting cells with reagents, ligands, an J/or monoclonal or 



^-derived 
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polyclonal antibodies recognizing cell surface markers wherein the 



co-expressed or co-detectable with the marker of clajm 31, said precursor cells optionally 
being skeletal precursor cells. 



cell surface marker is 



38. (withdrawn) A method for producing or repairing connective tissue into a 
mammal comprising administering skeletal precursor cells marked according to claim 31, 
said cells optionally being cultured at a cell density of at least 10 5 c|lls/ml and/or having a 
factor administered that stimulates differentiation of the skeletal pre cursor cells in the 
type of connective tissue to be produced or repaired. 



39. (withdrawn) A method of producing n atrix comprising cultivating 
precursor cells marked according to claim 31 as matrix producing c£lls, said matrix 
optionally further comprising a bioresorbable polyme r or carrier. 



40. (withdrawn) A method for treating sut glottic stenosis , tracheomalacia, 



chondromalacia patellae, osteoarthritis and traumatic 



comprising supplying precursor cells being marked according to claim 3 1 . 



lesions in a m<immal said method 



41 . (withdrawn) A method for joint surface defect repair in a mammal 
comprising the co-implantation of chondrocytes and skeletal precurs or cells marked 
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according to claim 3 1 . 

42. (withdrawn) A method for enhancing 
device in connective tissue comprising the step of im 
skeletal precursor cells according to claim 3 1 adhere 
for differentiating the cells into the connective tissue 

43. (withdrawn) A culture of isolated and 
pluripotent precursor cells that have entered a post-n; 
leading to skeletal or connective tissue, wherein the < 
marker which is an expressed bone morphogenic or c 
protein, a homolog thereof or a marker co-expressed 
marker. 

44. (currently amended) A therapeutic con 
claim 43 a culture of isolated and expanded viable, d 


he implantatio 
planting a pros 
I thereto under 
desired, methc 

expanded viab 
ital skeletal dii 
tells express a 
artilage derive 
and/or co-dete< 

lposition comp 
fferenttated. p] 


q of a prosthetic 
thetic device having 
conditions suitable 
>d of treatment. 

e, differentiated, 
ferentiation pathway 
positive embryonic 
i morphogenic 
;table with this 

rising the cells of 
uriDOtent precursor 


cells that have entered a post-natal skeletal differentii 


ition pathwav I 


eadine to skeletal or 


connective tissue, wherein the cells express a positive 


\ embrvonic m? 


trker which is an 


expressed bone morohoeenic or cartilage derived mo. 


phogenic prot< 


nn. a homolop of said 


bone morphoRenic or cartilage derived morphogenic 


protein orarru 


rker co-expressed 


5 







PW2 6/13 ' RCVD AT 411912005 4:47:48 PM [Eastern DayQght Time] * SVR:USPTO€FXRMI0 ' DF€S:8729306 ' CSID:+61 74287023 1 DURATION (mm-ss):Q2-42 



. ' 04-19-05 15:52 F rora-CLARK 4 ELBING LLP +6174287023 T-703 P. 007/013 F-637 



* 

and/or co-detectable with said embryonic marker, 

45. (withdrawn) An implant comprising th 
being optionally suitable for connective tissue implai 

46. (currently amended) A method of treat 


e cells of clain 
Ltation. 

ing a patient ii 
tion comprisii] 


l 43, said implant 

need thereof 
g the cells of claim 43 


comprising administration of the therapeutic compos 
comprising; the step of administering the therapeutic 


;omDosition of 


claim 44 to said 


patient- 

47. (withdrawn) A diagnostic for positivel 
marker of viable, committed, pluripotent skeletal pre* 
natal differentiation pathway leading to skeletal or cc 
is an expressed bone morphogenic or cartilage derive 
thereof or a marker co-expressed and/or co-detectabl< 

48. (withdrawn) The diagnostic according 
also identifies the absence of a negative marker. 

49. (withdrawn) The diagnostic according 

6 


V 

y identifying ii 
;ursor cells tha 
nnective tissue 

d morphogenic 
5 with this mar 

to claim 47 wl 
to claim 47 wl 


. vitro a positive 
t have entered a post 
s, wherein the marker 
; protein, a homolog 
cer. 

erein the diagnostic 
erein the positive 
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marker identifies precursor cells of a joint interzone in mammals 



50. (withdrawn) The diagnostic according to claim 47 w 



lerein the expressed 



bone morphogenic or cartilage derived morphogenies protein is the cartilage derived 
morphogenic protein CDMP-1 or a transforming growth factor bete having at least 80 % 
homology with CDMP1 as a marker of skeletal precursor cells from any part of the body 
or a marker or factor co-expressed or co-detectable with any or all of these positive 



markers. 



5 1 . (withdrawn) A method to positively ic entity viable c mimitted skel etal 
pluripotent precursor cells that have entered a post natal differentiation pathway leading 



to connective or skeletal tissues, comprising selectin 



I or identifying cells expressing an 



embryonic marker wherein the embryonic marker is an expressed b>ne morphogenic or 
cartilage derived morphogenic protein, a homolog thpreof or a marker co-expressed and 
or co-detectable with this marker. 



52. (new) A method for producing or repairing a connective tissue in a 
mammal comprising the step of administering to saic mammal the tierapeutic 
composition of claim 44. 
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53. (new) The method according to claim :>2, said method comprising 
administering the composition at a cell density of at bast 1 0 s cells/njil and administering a 
factor that stimulates differentiation of the cells of th ^ composition in the connective 



tissue. 



54. (new) The method according to claim 52, said method comprising 
administering the cells of the composition at a cell density of at least 10 5 cells/ml 



55. (new) The method according to claim 



52, saidmetho i comprising 



administering a factor that stimulates differentiation of the cells of the composition in the 



connective tissue. 



56. (new) A method of producing matrix comprising the 



therapeutic composition of claim 44 as matrix producing cells, said matrix optionally 
further comprising a bioresorbable polymer or carrie 



57. (new) A method for treating subglottic stenosis, tracl Leomalacia, 
chondromalacia patellae, osteoarthritis or traumatic lesions in a mammal said method 



comprising the step of supplying to said mammal the 



step of cultivating the 



therapeutic cc mpositiou of claim 44. 
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58. (new) A method for joint surface defert repair in a mammal comprising the 



step of co-implanting, in said mammal, chondrocytes 



claim 44, 



59. (new) A method for enhancing the implantation of a prosthetic device in 



connective tissue comprising the step of implanting, 



in a mammal, a prosthetic device 



having the therapeutic composition of claim 44 adhe -ed thereto unc er conditions suitable 
for differentiating the cells of said composition into connective tissi le. 



60. (new) The therapeutic composition of claim 44, wheiein said expressed 



bone morphogenic or cartilage derived morphogenic 



morphogenic protein CDMP-1 or a transforming growth factor fi having at least 80% 
homology with CDMP-1 or a marker or factor co-ex tressed or co-c etectable with said 
positive markers cartilage-derived morphogenic protein CDMP-1 of said transforming 
growth factor B having at least 80% homology with CDMP-1. 



and the therap eutic composition of 



protein is the cartilage-derived 



61. (new) The therapeutic composition of claim 44,-wheieui said expanded 
viable, differentiated, pluripotent precursor cells that have entered £. post-natal skeletal 
differentiation pathway leading to skeletal or connective tissue are : urther characterized 
by the absence of a negative marker, said negative marker being FC FR3 or a marker or 
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factor co-expressed or co-detectable with said FGFR3. 



10 



PAGE 11/13 1 RCVD AT 4/19/2005 4:47:48 PM [Eastern Daylight Time] 1 SVltUSPTO-EFXRF-1/0 ' DMS:8729306 1 CSIDtf174287023 ' DURATION (mnvss):0242 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




LINES OR MARKS ON ORIGINAL DOCUMENT 



